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OR AN mnmouc DRUG FOR HUMAN USE APPLICATION NUMBER
(Tig of Fedenal 314 &£ 601)
APPLICATION INFORMAYION - .
" § NAME OF APPLICANT % . DATE OF SUBMISSION

Dermik Laborutories, Inc. - 999
TELEPHONE NO. (ncinde Arps Code). FACSIMILE (FAX) Number (/nciuds Ares Cods)
(610) 454-3026 (61 01454-5137
mqumauumnuoum AUTHORIZED UL AGENT NAME & ADDRESS (Mamber; Sirest, Cion Siate, ]
ond U.SBprse giwber f previously iswed): ZIP Cods. tolephons & FAX musder) ¥ APPLICABLE
500 ArcolaRoad -

DEPARTMENT OF IIEALTH AND HUMAN SERVICES ‘ Form Approved: QB Ne. 09/6-g3
rooomnmxl;omm : mesam i

See OMD Stctementonpore2
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, FOR FDA USE GRTV

Collegeville, PA 19426

PRODUCT DESCRIPTION ) - ,

NEW DRUG OR ANTIBIOTIC APPLICATION OR BIOLOGICS APPLICATION NUMBER NDA 20-983 ‘
ESTABLISHED NAME (e.8.. Proper name, W—o PROPRISTARY NAME (srade aame) IF ANY

gnnacnndl cream) . Crearn 0.5%

mmommnmmwm CODE NAME (f o)
] S-fooro2 41 HI D) pyrimidicsdions . DL 6028
DOSAGE FORM: . "STRENGIHS: oF
0.5% topleal
topical cream

(PROPOSED) INDICATION(S) FOR USE: Wwamm«&mdmmmuxp L

mudnwomnog - : A
ﬂ-.) "~ X NEWDRUG APPLICATION (21 CFR 314.50) ABBSEVIATED APPLICATION (ANDA, AADA, 21 CFR 31494
- Q. mmmmmmnn
TF ANNDA, IDENTIFY THE APPROFRIATE TYPS X S05)(1) 505 () (2) 507
"IF AN ANDA, Gk 'm'_m—'—ﬁ—_—ﬁ_m DElG PRODUCT THAT 18 THE BASS TOR THE SUBMISSION i
Name of Drug . Holder of Approved Application
(Mei) X ORDULAPLICATEM " AMDOMEDNTTOAPINCOR APLICATION '|:| SESURLISTION
(] PrEsumasION O AemALREIRT (] svxsaoroearnammnmr [ SRASKERLDENT |

" | FROFOSED MARKETING STATUS (chack eae) mm:m: ] "GVER THE COUNTER PRODUCT (O1C) _

mamiﬂdﬂ: e TESATUCATENE MR [JIPAMRADEACTRONGC  [] ZLECTRGNIC
Provids locatices of siles for “d“pﬂ(muqha if necessary). Incinde

coolact, i 1 M:l'-r.-l.-aau d«wm(qmmmmm
m.ommmmhah o, ifwot, when &t will bs

See Attached

Cross Refercaces mmuumwmmmsxmmnmmnmmumw
spplication)
See Altached
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1. Index

2. Labeling (chock onc) X Deal Laboling Fil Printod Labeling
3. Summary (21 CFR 314.50 (¢)) _ —

-

I IR I I

A cnmisuy.w and.control information (2. 21 CFR 314.50 (d)(1), 21 CFR 601.2)
B._Samples QFCFRII.50 () (1), 21 CFR 601.2 (a)) (Submit only wnon FDA's request) -

C. Mecthods validation pe R 21 CFR 314.50 (¢ 21 CFR 601.2)
S. Nonclinical and section 21 CFR 314.50 21 CFR 601

6. inetics ity section (e.g. 21 CFR 314.50 21 CFR 601.2)

7. ClhicalMicrobiology (e 21 CFR 314.50 (4) (4))

8. Clinical data section (e.g 21 CFR 314.50 (d) (5), 21 CFR 601.2)

9. Safi 21 CFR 314.50 21 CFR6012)

10. Statisticsl soction (23 21 CFR 314.50 (4 (6), 21 CFR &01.2)
11. Case report tabulations (e.g 21 CFR 314.30 (1) (1), 21 CFR 601.2)

12. Case reports forms (e.g 21 CFR 314.50 (f) (2), 31 CFR §01.2)

lz.hmhfomﬁmqmmﬁudmudgg US.C 355 (b)or(c))
14. A patent certification with % which claims the 1 U.8.C 358 o

o 15¢ |5 |>¢ [o¢ Joe [5¢ Joe o |¢ I

15. Bstablishment description (21 CFR Part 600, if appiicable) —
16. Debarment certification (FD&C Act 308 (%) (1)) -

17. Field copy certification 21 CFR 314.50 (k) (3)) —

18. User Fee Cover Shect (Form FDA 3397) ;

LRt At ]

‘EW updats this spplication with sew sefuty lafiemisfion abaut the product thet sy ressonsbly afict the statement of cotraindionfiens,
or sdverse reactions in the dent Lagres to subumkt ' e .
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Reguletions on Reparts ta 21 CFR 314.30, 31481, 600.90 end €00.81.

m-ppnmmmmumuh { under the Coutralied Subetances Act T agres ot 40 sarkst the

watll .
data and infbamation in this submission have beea review and, o the bast ol sy kuowiegde are octified 4o be true and sccurate,
xa false steternens s a eriminal UL titds 12 section 100!

19. OTHER 19A. Pediatric Uss Watver and 195, Finencial Discloswe Information _ '

NAPAPP

Wi

Ronald F, Panner, Senior Director ‘
Woddwide Reguistocy Affairs  10/28/99
) Telephons Number
T i . (610) 454-3026
500 Arcola Road TR .
lle, PA 19426 ST g —
Publle peporting burdesn f2¢ this colleption of iaformation is estimated to sverage 40 hows per response, including the time for reviewing
fnstractions, searching existing data j; gathcring and malntaining the data needed, snd completing and reviewing the collection of
information. Send comments seganing this  estimats or anty other aspect of this eollection of information, incinding suggestions for
redocing this burden to: T
DHEHS, Reports Clearsncs Oficer An ageacy sy not conduct or spossec, sad &
Taperwock Raduction Project (0910-0338) ) fa not required to repond ta, 5 Sallection of
\wnummnas’x:anw ) ~ﬁ.l:qlqnw.dlynﬂm
‘200 ladepandanos Aveouse, 8. W, couirl sumber,
Wasklngton, DC 20201
( . . Please DO NOT RETURN this forw to fhis addrens. -
¥ORM FDA 3564 (797) 2
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NDA 20-985
- 17-Oct-2000

.
—

Questlons Regand‘mg Phase IV commitment for Dermik’s fluorouracxl cream, 0.5%

The followmg q@nons are o clarify the Phase IV commitments requested by DDDDP
in a letter that was-faxed to Dermik on October 13, 2000.

. Please-provide clarification explaining specifically how the number of subjects

studied does not reach the numbers recommended in the ICH EIA guidance and
advice Dermik as to what the FDA would like Dermik to do in order to fulfill this
request.

. Are all of the Phase IV requests required to be collected in one study? Is there a

priority or sequence in which the FDA would like Dermik to fulfill the
commitment?

. Dermik would like to discuss potential study designs with respect to:

The number of patients that might fulfill the ad@itional safety data and
informational needs request for treatment of common skin surface areas

How best to examine the specific questions of clinical interest (different areas of

. skin, recurrence, re-treatment, minimizing eye-irritation)

Dermik would like to have a clinical dialog with the FDA regarding the above mentioned
points and thanks the FDA in advance for taking the time to discuss these questions.
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PLEASE NOTE:

 Since the sponsor has no tradename at the time of action, I have chosen to
leave the tube and carton labels that were in the original NDA in the action
package. See section under TRADENAME.

When they do have a tradename, the sponsor will submit a éLR to the
NDA with new art work/logo/etc.. '
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|  UKIOINAL
i DERMIK LABORATORIES, INC. . o
Dedicated 1(»Dg-n,,‘i",1;,y‘.- A RHONE-POULENC RORER CuistN}

e T NEW CORRESP
L January 25, 2000

[ 200 ARCOLA ROAD L
i P.O.BON 1200 :
} COLLEGEVILLE. PA 1942640107
i TEL. 610-4354-8000 :
‘ Jonathan K. Wilkin, M.D., Director
Division of Dermatologic and Dental
Drug Products
Center for Drug Evaluation and Research
Office of Drug Evaluation V
Food and Drug Administration .
9201 Corporate Boulevard
Building No. 2, Second Floor, Room N115
Rockville, MD 20850 '

NDA 20-985
— Cream 0.5%
(fluorouracil cream)

Amendment to a Pending Application
Dear Dr. Wilkin:

p—"

Reference is made to your December 2, 1999 letter acknowledging receipt cf our New
Drug Application for ——Cream.

In the letter, you provided us with the pediatric study requirements and informed us that
our waiver request with supporting information and documentation should be submitted
within 60 days of receipt of your December 2, 1999 letter.

This submission addresses our request for a waiver of the pediatric study recuirement
which was included in our original October 28, 1999 NDA submission.

If you have any questions or require any additional information, please contact me at

(610) 454-3026.

B incerely you?
AR
‘ i

. . ~HF. brrty

‘ e Ronald F. Panner

S Senior Director

LT T Worldwide Regulatory Affairs
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BEST POSSIBLE COpY

0 ADVERSE REACTION REPORT
0 MEETING PLANNED BY

DEPARTMENT OF HEALTH AND HUMAN SERVICES == o —
FOOD AND DRUG ADMBISTRATION . - REQUEST FOR CONSULTATION
(Division/Office): i;. R ; . _ .
OPDRA Jerry Phillips I FroM:HFD-540 Vickey Lutwak
DATE INDNO.. | NDANO, TYPE OF DOCUMENT DATE OF DOCUMENT
1-7-00 ' e o NDA 20-985
NAME OF DRUG PRIORITY CONSIDERATION | CLASSIFICATION OF DRUG DES™™) COMPLETION DATE
Cream 0.5%
NAME OF FIRM: '
Dermik Laboratories, Inc. q\wse’
PIrT:\
REASION FOR REQUES] 5
' reenema . & o )ﬁ\\l)
O NEW PROTOCOL O PRE-NDA MEETING \)@)(04& - *LETTER
O PROGRESS REFORT O END OF PHASE I} MEETING
O NEW CORRESPONDENCE D RESUBMISSION W
0O DRUG ADVERTISING O SAFETY/EFFICACY -

v

%3 oENE -
0 MANUFACTURING CHANGE/ADDITION g m‘s\m /\@,p\ . -
)
IL BIOMETRICS ’ -

STATISTICAL EVALUATION BRANCH STATISTICAL AF -t
“YPE A OR B NDA REVIEW O CHEMISTRY REVIEW

- END OF PHASE Il MEETING 0 PHARMACOLOGY

O CONTROLLED STUDIES O BIOPHARMACEUTICS

0 PROTOCOL REVIEW O OTHER (SPECIFY BELOW): ,
O OTHEK (SPECIFY BELOW): -

DL BIOPHARMACEUTICS

O DISSOLUTION 0 DEFICIENCY LETTER RESPONSE

0O BIOAVAILABILTY STUDIES O PROTOCOL-BIOPHARMACEUTICS

O PHASE IV STUDIES D IN-VIVO WAIVER REQUEST

7 - IV.DRUG EXPERIENCE

U3 PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL 0 REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
0 DRUG USE e.g. POPULATION E, ASSOCIATED DIAGNOSES 0 SUMMARY OF ADVERSE EXPERIENCE

O CASE REPORTS OF SPECIFIC REACTIONS (List below) ' O POISION RICK ANALYSIS -

O COMPARATIVE RISK-ASSESS GENERIC DRUG GROUP

- V. SCIENTIFIC INVESTIGATIONS
O CLINICAL O PRECLINICAL

COMMENTS/SPECIAL INSTRUCTIONS:

Evaluation of tradename: - 0.5%

Draft Tube and Carton lzbels included 30 gram size

Will be sent by mail .

4GNATURE OF REQUESTER METHOD OF DELIVERY (Check one)
| Vickey Lutwak, PM, HFD-540 7-2073 OMAL - O HAND
Islcxmuns OF RECEIVER SIGNATUK: OF DELIVERER




The followims were used during development for the 0.5% fluorouracil topical cream,
which is the subjegf of this original NDA. The technical reports and documents in this NDA

contain several _di_ftﬁ__ent names for the 0.5% fluorouracil topical cream. These are listed below.

0.5% FU Cream
5-FU 0.5% cream -
5-Fluorouracil cream
5-Fluorouracil 0.5% Topical Cream
5-fluorouracil cream 0.5%
5-Fluorouracil Cream 0.5%
0.5% 5-FU cream with Microsponge®
— FU
— 5-FU '
— 5-FU (0.5%) Topical Cream
~' 5-Fluorouracil (5-FU) 0.5% Cream
Dermik 5-FU
Dermik 5-FU 0.5% cream
Dermik’s 5-FU 0.5% cream
DL6025
Experimental 0.5% 5-FU Formulation
fluorouracil 0.5% cream

‘wg—

The tradename for this product is - —————"""" "This name only appears in the proposed

package insert and product labeling in this original NDA.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

PUBLIC HEALTH SERVICE. - '
POOD AND DRUG ADMINISERATION REQUEST FOR CONSULTATION
mz‘gtongba/ FROM: Vickey Lutwak HDF$40  7-2088- ;00702
o -
IND NO. "‘E— NDA N, TYPE OPDOCUMENT DATE OF DOCUMENT
@tf&)m Q0935 ND & DcFar 1449

NAME OF DRUG ‘ " | PRIORITY CONSIDERATION CLASSIFICATION OF DRUG DESIRED COMPLETION DATE
ﬁ&mmd

NAME OF FIRM: ngn\)k- Cabbmbe(g

REASION FOR REQUEST

| . L GENERAL

O NEW PROTOOOL O PRE~NDA MEETING O RESPONSE TO DEFICIENCY LETTER
O PROGRESS REPORT O END OF PHASE Il MEETING D FINAL PRINTED LABELING

O NEW CORRESPONDENCE O RESUBMISSION O LABELING REVISION

O DRUG ADVERTISING O SAFETY/EFFICACY D ORIGINAL NEW CORRESPONDENCE
O ADVERSE REACTION REPORT O PAPER NDA O FORMULATIVE REVIEW

O MANUFACTURING CHANGE/ADDITION O CONTROL SUPPLEMENT O OTHER (SPECIFY BELOW)

O MEETING PLANNED BY

1L BIOMETRICS 3

STATISTICAL EVALUATION BRANCH STATISTICAL APPLICATION BRANCH

O TYPE A OR B NDA REVIEW D CHEMISTRY REVIEW

D END OF PHASE 1l MEETING D PHARMACOLOGY -
D CONTROLLED STUDIES O BIOPHARMACEUTICS :
= ~nOTOCOL REVIEW D OTHER (SPECIFY BELOW):

ER (SPECIFY BELOW):
[L BIOPHARMACEUTICS

O DISSOLUTION O DEFICIENCY LETTER RESPONSE

0 BIOAVAILABILTY STUDIES D PROTOCOL-BIOPHARMACEUTICS

0 PHASE IV STUDIES O IN-VIVO WAIVER REQUEST

IV. DRUG EXPERIENCE

0 PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL

O DRUG USE ¢.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES
0 CASE REPORTS OF SPECIFIC REACTIONS (List below)

0 COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

O REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
0O SUMMARY OF ADVERSE EXPERIENCE -
O POISION RICK ANALYSIS

V. SCIENTTFIC INVESTIGATIONS

QO CLINICAL

0 PRECLINICAL

| | o BEST POSSIBLE COPY

TURE OF REQUESTER DOF D Y o) HAND

\ O MAIL a
VIO}/ 7 l u,hal__

SIGNATURE OF RECEIVER SIGNATURE OF DELIVERER




500 ARCOLA ROAD~ - = .
P oLTEo 1\%u.z.lsoo PA 19426-0107
ggx.l'.lﬁgisuoob A : s October 28, 1999

Jonathan K. Wilkin, M.D., Di&
Division of Dermatologic ag
Dental Drug Products §
Attention: Document Contrgl RESH
Food and Drug Administrai\y
Park Building, Room 214
12420 Parklawn Drive

Rockville, MD 20852

New Drug Application No. 20-985
‘ Cream 0.5%
(fluorouracil cream)

ORIGINAL NEW' DRUG APPLICATION -
Dear Dr. Wilkin:

in accordance with 21 CFR 314.50 of the Federal Food, Drug and Cosmetic Act,
Dermik Laboratories, Inc. is submitting an original New Drug Application for
Cream 0.5% (fluorouracil cream) which demonstrates the efficacy
and safety of the product in the topical treatment of patients with multiple actinic
or solar keratosis of the face and scalip.

This application contains the following sections: 1) index, 2) Draft Labeling,

-3) Application Summary, 4) Chemistry, Manufacturing and Controls (Including

Samplé Information and Methods Validation Package, 5) Nonclinical -
Pharmacologly ard Toxicology, 6) Human Pharmacokinetics and Bioavailability,

-7) MicrobioloBy:.8) Clinical Data, 10) Statistical, 11) Case Report Tabulations,

12) Casg-Refoit Forms, 13) Patent Information, 14) Patient Certification, 16)
and 19A) Pediatric Use Waiver, anty 9B) Financial Disclosure Information.

Information is also included in electronic format consisting of SAS datasets for
the pivotal clinical trials, and electronic copies of final study reports for the
phase lil trials and the integrated summaries. This information is contained on
diskettes attached in the first volume of this NDA submission (item 3, Volume 1,
Page 168). No computer viruses were detected when these disks were scanned
using ———— Software, LTD Version ~

BEST POSSIBLE COPY

]
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‘Debarment Certification, 17) Field Copy Certification, 18) User Fee Cover Sheet, -
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r DERMIK LABORATORIES INC

; ; A RHONE-POULENC RORER COMPANY
500 ARCOLA ROAD 5;_ :

P.0. BOX 1200 -

COLLEGEVILLE, PA 19425-0107 October 28, 1999

TEL. 610-454-8000

Jonathan K Wilkin, M.D., Director

Division of Dermatologic and
Dental Drug Products

Attention: Document Control Room

Food and Drug Administration

Park Building, Room 214

12420 Parkiawn Drive

Rockville, MD 20852

New Drug Application No. 20-985
Cream 0.5%
(fluorouracil cream)

ORIGINAL NEW DRUG APPLICATION
Dear Dr. Wilkin:

In accordance with 21 CFR 314.50 of the Federal Food, Drug and Cosmetic Act,
Dermik Laboratories, Inc. is submitting an original New Drug Application for
Cream 0.5% (fluorouracil cream) which demonstrates the efficacy
and safety of the product in the topical treatment of patients with muitiple actinic
or solar keratosis of the face and scalp.

This application contains the following sections: 1) index, 2) Dra'ft Labeling,

3) Application Summary, 4) Chemistry, Manufacturing and Controls (Including
Sample Information and Methods Validation Package, §) Nonclinical
Pharmacology.and Toxicology, 6) Human Pharmacokinetics and Bioavailability,
7) Microbiology, 8 Chnml Data, 10) Statistical, 11) Case Report Tabulations,
12) Case Report s, 13) Patent Information, 14) Patient Certification, 16)
Debarment Certififiati 47) Field Copy Certification, 18) User Fee Cover Sheet,
and 19A) Fedatnc Use Waiver, and 19B) Financial Disclosure Information.

Information is also included in electronic format consisting of SAS détasets for
the pivotal clinical trials, and electronic copies of final study reports for the
phase lil trials and the integrated summaries. This information is contained on
diskettes attached in the first volume of this NDA submission (litem 3, Volume 1,
Page 168). No computer viruses were detected when these disks were scanned
using —  Software, LTD Version —

BEST POSSIBLE COPY




JonahanKWﬂlon,MD
Octoberzatﬂ_ -
Page 2 _-,

2
In accordance wilh the Prescription Drug Use Fee Act of 1992, a check No.
— ,inthe amount of $272,282.00 was sent to the Food and Drug
Admsmstratnon Pittsburgh, Pennsylvania on October 12, 1999. This application
“was asslgned User Fee Identification Number 3825.

As required by Section 306(k)(1) of the Generic Drug Enforcement Act {21
U.S.C. 335a (k)(1)}, we hereby certify that, in connection with this application,
Dermik Laboratories, inc. did not and will not use in any capacity the services of
any person debarred under subsections 306(a) or (b) of the act.

Demik Laboratories, Inc. considers the information in this application to be
confidential and proprietary and we request that no portions thereof be disclosed
to third parties, under FOI or otherwise, without first obtaining written consent
from Dermik Laboratories, Inc.

if you have any questions or require any additional information during review of
this application, please contact me at (610) 454-3028.

Sincerely,

gonald F. Panner

Senior Director

Woridwide Regulatory Affairs
RFP/JPT/maf |
Enclosures
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) DERMIK LAB@RATORIES INC.

A RHONE-POULENC RORER COMPANY

Dedicated 10 Denna:olog;' ORRESF
i . & NEWC
00 ARCOLA ROAD I He-
PO DEGEVILLE. PA 194260107
COLL A -
TEL. 610-454-8000 December 7, 1999

Jonathan K. Wilkin, M.D., Director
Division of Dermatologic and Dental

Drug Products
Center for Drug Evaluation and Research
Office of Drug Evaluation V
Food and Drug Administration
9201 Corporate Boulevard
Building No. 2, Second Floor, Room N115
Rockville, MD 20850

NDA 20-985

-Cream 0.5%
(fluorouracil cream)

Response to FDA Request for
Information

Dear Dr. Wilkin,

Reference is made to several telephone conversations with Ms. Vickey Lutwak on
December 1, 1999 about our recently submitted NDA for: {fluorouracil cream)
Cream 0.5%. Ms. Lutwak requested additional information as itemized on the
attached list.

“This amendment responds to three of Ms. Lutwak’s requests. Our response to the
request for references for the annotated labeling will be submitted shortly.

If you have any questions ¢ or require any additional information, please contact me at

(610) 454-3927 i :
. . Sincerely,
L ‘.: T W@w
LR TR James P. Thompson
Manager
Worldwide Regulatory Affairs

APPEARS THIS WAY
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_.Response to FDA/DDDDP
Request for Information

DDDDPRequest: Please provide us with additional desk copies of Volumes
1.30, 1.31, 1.32and .33 fromthe —— Cream NDA.

Demmik Response: included in this submission are copies of the requested
four volumes. There are two sets of the four volumes. One set is for the
Clinical Reviewer. The other set is for the Statistical Reviewer.

DDDDP Request. Please provide us with a desk copy of Volume 1.5 of the
Cream NDA.

Dermik Response: Included in this submission is a desk copy of Volume 1.5
(Methods Validation) of the application.

DDDDP Request:
e Please provide the full references referred to in the annotated label.

e Annotate and provide the full references used for the description of the
teratogenicity associated with S-fluorouracil;

e Annotate and provide the full references used for the information provided
in the carcinogenesis, mutagenesis and impairment of fertility section of
the label;

e Provide the estimate of maximum daily human topical dose in mg/kg and
mg/m? that was used for calculating fold exposure levels in the label.

Dermik Response: A response will be provided shortly.

DDDDP Request: Please provide electronic copies of the SAS data sets for the

Revigwing Statistician.

- Dermik Reséoi;s'c: JInciuded in this submission are 2 electronic copies (disks)

of the SAS Pata Sets you requested. One disk is for the Archival Copy of the

NDA. it sh@uid be placed in the plastic disk holder located at the end of Volume

1. THE ctherdisk belongs in the Review Copy of the NDA. This copy of the

_ SAS Data Sets should be given to the Statistical Reviewer.
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500 ARCOLA ROAD

DERMIK LABORATORIES INC.
Dedicated mlo

A RHONE-POULENC RORER COMPANY emememammammmaee

AU AN x"‘

P.O. BOX 1200 , _
COLLEGEVILLE. P4:1942 6-'0107 'December 10, 1999

TEL. 610-454-8000

. Jonathan K. Wilkin, M.D., Director

Division of Dermatologic and Dental I l
Drug Products LS
Center for Drug Evaluation and Research
Office of Drug Evaluation V
Food and Drug Administration
9201 Corporate Boulevard
Building No. 2, Second Fioor, Room N115 .
Rockville, MD 20850 . . en

NDA 20-985 o ‘
——————— Cream 0.5% T
(fluorouracil cream) ST

v
o—

Amendment to a Pending Application

Dear Dr. Wilkin,

Reference is made to our original New Drug Application for (fluorouracil)
Cream 0.5% that was submitted by Dermik and received at the Divison of Dermatologic
and Dental Drug Products on October 28, 1999.

A typographical error has been detected in four tables containing the same information.
in these tables, information pertaining to study DL6025-9715 was inadvertently
provided for study DL6025-9815. The tables have been corrected and clarification of
the Age, Sex and Race column are also provided. Enclosed please find replacement
pages which contain the wording “Revised 12/2/99" under the NDA page number for
insertion intg¥te appropriate volumes. One table is found in Item 3, the Overall NDA
Summary, and thregof the tables are in Item 8, the clinical data section of NDA #20-
985 and are locat the follomng NDA pages:

NDA Volum.:Nmn&r item - Volume - Page Number
(NDA Itemn No. - Item Volume No. - Volume Page No.)

7 ' ss ORIGINAL

1.17 8-1-32
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Jonathan K. W’Ik&LM D.
December 1&«5&&9 -

Page 2

Three sets of.corrected. pages one for the Archival Copy and one set each for the
Clinical'and Stati§tical Review Copy of the NDA, are enclosed. Also enclosed are 15
desk copies of the replacement table for Volume 1.1. We apologize for any
inconvenience this may cause.

if you have any questions or require any additional information, please contact me at

(610) 454-3026.

RFP/jptmaf
Enclosures

'Y"" R

Sincerely yours,

@CUW\RA \ .
Ronald F. Panner
Senior Director

Worldwide Regulatory Affairs
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500 ARCOLA ROAD
P.0. BOX 1200

DERMIK LABORATORIES, INC.
Dedacatedto&rﬁilﬂog)

A RHONE-POULENC RORER COMPANY

)

R A

COLLEGEVILLE, PAMG:mm
TEL. 510.454.3000 December 10, 1999

. Jonathan K. Wilkin, M.D., Director

Division of Dermatologic and Dental
Drug Products
Center for Drug Evaluation and Research
Office of Drug Evaluation V
Food and Drug Administration
9201 Corporate Boulevard
Building No. 2, Second Floor, Room N115
Rockville, MD 20850

NDA 20-985

— Cream 0.5%
(fluorouracil cream)

Amendment to a Pending Application
Dear Dr. Wilkin,

Reference is made to our original New Druﬁ Application for (fluorouracil)
Cream 0.5% that was submitted by Dermik and received at the Divison of Dermatologic
and Dental Drug Products on October 28, 1899.

A typographical error has been detected in four tables containing the same information.
In these tables, information pertaining to study DL8025-9715 was inadvertently
provided for study DL6025-9815. The tables have been corrected and clarification of
the Age, Sex and Race column are aiso provided. Enciosed piease find replacement
pages which coptain the wording "Revised 12/2/98" under the NDA page number for
insertion mmaispropﬁab volumes. One table is found in ltem 3, the Overall NDA
Summary, and threg of the.tables are in item 8, the clinical data section of NDA #20-
985 and.are locateg-on the following NDA pages:

NDA-VQMM;',_;_', o item - Volume - Page Number
S B (NDA [tem No. - item Voilume No. - Volume Page No.)
1.1 3-1-85
1.17 8-14
1.17 8-1-8

1.47 _ 8-1-32

—



Jonathah K. Wikin, M. D

December 197.‘—3099 .
Page 2 o
5: L
| =

Three sets of carrectsd pages, one for the Archival Copy and one set each for the
Clinical and Statistical Review Copy of the NDA, are enclosed. Also enclosed are 15
desk copies of the replacement table for Volume 1.1. We apologize for any
inconvenience this may cause.

if you have any questions or require any additional information, please contact me at
(610) 454-3026. ’

Sincerely yours,
@Q/WU.A @
Ronald F. Panner

Senior Director
Worldwide Regulatory Affairs

RFP/jptmaf
Enclosures

Desk Copy: Ms. Vickey Lutwak, Project Manager

APPEARS THIS WAY
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TEL. 610-434-8000 B c January 18, 2000 -,'l Y b)

~ Jonathan K. Wilkin, M.D., Director
Division of Dermatologic and Dental Drug Products
Center for Drug Evaluation and Research . - : g
Office of Drug Evaluation V 2 _ i L e
Food and Drug Administration P o
9201 Corporate Boulevard
Building No. 2, Second Floor, Room N115
Rockville, MD 20850 '

-~ —Cream, 0.5%
(fluorouracil cream)

NDA #20,985

INFORMATION AMENDMENT:
Chemistry, Manufacturing and Controls

| wg——y

Dear Dr. Wilkin,

Reference is made to our October 18, 1999 New Drug Application containing, in part, CMC information for
7 Cream, 0.5 (fluorouracil cream).

Included in this submission is the 12-Month Interim Stability Report for S-Fluorouracil Cream. 0.5%.
Packaged in 30 Gram IIDPE-Tubes. All stability data is within the proposed product
specifications. Please note the corrections in the stability data tables for transcription errors in some of the
9 month methylparaben and propylparaben data previously filed in the October 18, 1999 original NDA.
The corrected values have been bolded in tables 3 - 5 and 9 - 11 for your convenience.

1f you have any questions or comments regarding this submission. please contact me at (610) 454-3034 or
James Thompson at (610} 434-3027.

T e Sincerely,
;" ~
§ =TT 8 O\ \) ¢ '
- g "- n % g ~
: G:" IR A i Jo Anne Calleri
~f NN O ey ,a""\ i Manager, CMC Liaison
LT T T Worldwide Regulatory Affairs

Enclosures

cc: Debra L. Pagano

Philadelphia District Pre-Approval Manager
U.S. Food and Drug Administration

Room 900. U.S. Customhouse

2nd and Chestnut Streéts

Philadelphia. PA 19106-2973 BEST POSS,BLE CO ?Y
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A RHONE-POULENC RORER COMPANY

500 ARCOLA ROAD
P.O. BOX 1200

COLLEGEVILLE, PA 19426.0107°
TEL. 610-454-8000 January 18, 2000 -

 Jonathan K. Wilkin, M.D., Director
Division of Dermatologic and Dental

" Drug Products -
Center for Drug Evaluation and Research B [
Office of Drug Evaluation V

Food and Drug Administration
9201 Corporate Boulevard - _
Building No. 2, Second Floor, Room N115 T e
Rockville, MD 20850

— Cream 0.5%
(fluorouracil cream)

NDA 20-985 !

Amendment to a Pending Application
Dear Dr. Wilkin:
Reference is made to a December 1, 1999 facsimile transmission from Project Manager

Ms. Vickey Lutwak commenting on our pending New Drug Application for
Cream.

This submission responds to Ms. Lutwak’s comments.

If you have any questions or require any additional information, please contact me at

(610) 454-3026.

R incerely yo

. é S _ P
3 (:\E*v':— M /_‘\ L R nald farr
ez 2 P Senior Dnrector
LT e Worldwide Regulatory Affairs

RFP/jpt/maf
Enclosures

Desk Copy: Ms. Vickey Lutwak, Project Managef

BEST POSSIBLE COPY
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

Form -.ppr. 43 OM3 NG, 08100538
Exgiration 2zt azml 30, 2000

See ONMB Stz:emen: on page 2.

APPLICATION TO MARKET A NEW DRUG. BIOLOGIC, FOR FDA USE ONLY
OR AN ANTIBIOTIC DRUG FOR HUMAN USE APPLICAT.ON NUMBER; -
(Title €W of Federal Regulations. 314 & 601) T
APPLICATION INFORMATION

NAME OF APPLICANT F DATE OF SUBMISSION -
Demux Laboratones. Inc. - ) January 18,‘2!0_Q0A SAAA

TELEPHONE NO. (/nciude 4rea L“") FACSIMILE (FAN) Number (/nclude <iv¢z Coge) ~ *° ¢ ===9 )
16101 434.3026 - . (610) 454-5287 RS I §

-.\' AEDRESS (Number, Slrnl. Cm State. Countrv. ZIP Code or Mail Code. ALTHORIZED US AGENT NAME & ALZRSSS < Number, Street Ciny, Swrg;- K

and 13 License number if pre ZP Cods. telephone & FAY number) IF AFFLITASLE
500 Arcola Road - “u )
P.O. Box 5096

Collegeville. PA 19426

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPLIC -\TIO\ SUMBER. OR BIOLOG

CS LICENSE APPLICATION NUMBER (If prevszusiy issued) NDA 20468
PROPRIETARY NAME (irade name) [F ANY

ESTABLISHED NAME (e.g.. Proper name, USP. L'SLV name)

(fluorouracil cream) T ——Cream0.5%
CHEMICAL BIOCHEMICAL BLOOD PRODUCT NAME (If any) ~ | CODE NAME (If any)
S-tluorc--2. 4 1 H.3H)-pvmmidinedione | DL-6025
DOSAGE FORM: Intranasal Spray STRENGTHS ROUTE OF ADMINISTRATION:

oream 0.5% topical

(PROPOSED) INDICATION(S) FOR USE: Topical treatment of multiple actinic or solar keratosis of the facz and scalp =

APPLICATION INFORMATION

APPLICATION TYPE -
(check one) X  NEW DRUG APPLICATION (21 CFR 314.50) ABBREVIATED APPLICATION (ANDA AADA, 21 CFR 314.94)
{0 BIOLOGICS LICENSE APPLICATION (21 CFR part 601)

iF AN NDA. IDENTIFY THE APPROPRIATE TYPE X S05(bi(1) LJ 505 (b)(2) O 50
\F AN ANDA OR AADA IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUZLLSSION

Name of Drug Holder of Approved Application
TYPE OF SUBMISSION

( check one) ORIGINAL APPLICATICN X AMENDMENT TO A PENDING APPLICATION 70 RESUBMISSION

[0 saEsiEhassion [0 ANNUAL REPORT [] ESTABLISHMENT DESCRIPTION SUPPLEMENT [[] SUPACSUPPLENENT
[T EFFICACY SUPPLEMENT LABELING SUPPLEMENT CHEEMISTRY MANUFACTURING AND CONTRCLS S-FSLEMENT OTHER

REASON FOR SUBMISSION Amendment to a Pending Application

PROPOSED MARKETING STATLUS (check one) X PRESCRIPTION PRODUCT(Rx) [ OVER T=E COUNTER PRODL'CTI(OTC)
NLLZZR OF VCLIMES SLB\m THIS APPLICATION IS X PAPER PAPER ANT Z_2TTRONIC D ELECTRONIC

r

ESTABLISHMENT INFORMATION = ‘ T

Provide locations of all manutactm;. Mwnrol sites for drug subsance and drug product {continuation sheets may e used if necessary). Include name.
addrass. contact. telephor:e number. (CFN), DMF number. and manufacturing steps and or type of testing (¢.;. Final dosage form. Stabiliry testing)
conduvcied at the site.-Please m&g{ \nﬁﬂhcthe suuund\ for inspection or. if not. when it will be readv. .

See Origina! NDA

"Cross References (list related License Application, INDs, NDAs, PMAs, $10(k)s, IDEs, BMFs, and DMFs referenced in the current

application)

Sez Ongmal NDA

Created by Eiectronuc Documnent Services USTHHS (301  M3-2484 EF

BEST POSSIBLE COPY

‘RN FDA 3560 (7/97)



wr ~ Response to FDA/DDDDP
128 Request for Information
& —
A =y
EDA Comment: -

It is requested that the sponsor provide the full references referred to in the annotated
label. Reference numbers are listed in the annotated label, but there is no reference
list provided to match the numbers. In addition, it is requested that the sponsor
annotate and provide the full references used for the description of the teratogenicity
associated with 5-fluorouracil provided in the label. Also, it is requested that the
sponsor annotate and provide the full references used for the information provided in
the carcinogenesis, mutagenesis and impairment of fertility section of the label.

Dermik Response:

Attached is a copy of the full prescribing information for —————— Cream that has
been revised as requested by Ms. Lutwak.

FDA Comment:

It is requested that the sponsor provide the estimate of maximum daily human topical

dose in mg/kg and mg/m? that was used for calculating fold exposure levels in the label.

Dermik Response:
Anticipated maximum clinical dose =
2.0 g cream per 50 kg person per day =
40 mg/kg of 0.5% cream = 0.2 mig/kg/day 5-FU.
km (surface area conversion factor) for humans = 37‘
mg/m? = 0.2 mg/kg x 37 = 7.4 mg/m?/day.
'Fieireich, E’:l" et.‘at 1966 Quantitative comparison of toxicity of anticancer agents in

mouse,-rat, hamstu. dog. monkey and man. Cancer Chemotherapy Reports. 50:219-
244, . F-_ =

| g
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. DERMIK LABORATORIES, INC. s
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300 ARCOLA ROAD
P.O. BOX 1200
COLLEGEVILLE. PA_ lswfrnm
TEL. 6i0-454-8000 :

Jonathan K. Wilkin, M.D.. Director

Division of Dermatologic and Dental
Drug Products
Center for Drug Evaluation and Research
Office of Drug Evaluation V
Food and Drug Administration
9201 Corporate Boulevard
Building No. 2, Second Floor, Room N115
Rockville, MD 20850

January 25, 2000

'!"" ' z"“‘

NDA 20-985
—~————————Cream 0.5%
(fluorouracil cream)

Amendment to a Pending Application
Dear Dr. Wilkin:

Reference is made to your December 2, 1999 letter acknowledging receipt of our New
Drug Application for ——— Cream.

In the letter, you provided us with the pediatric study requirements and informed us that
our waiver request with supporting information and documentation should be submitted
within 60 days of receipt of your December 2, 1999 letter.

This submission addresses our request for a waiver of the pediatric study requirement
which was included in our original October 28, 1999 NDA submission.

If you have gny_queshons or require any additional information, please contact me at
(610) 454-3026-

é f -, cerely you
S E ?

‘-'::--:- Ronald F Panner
N Senior Director
Worldwide Regulatory Affairs

RFP/jpt/maf
Enclosures

Desk Copy: Ms. Vickey Lutwak, Project Managef

Wiz dricineC CFPY \
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-, - NDA20-985 R -
{ == i Cream 0.5% j‘ i
= - {fluorouracil cream) el
i‘- . '0 ' ‘l
t ol
T Pediatric Use Waiver b

Please refer to Dermik's October 28, 1999 original NDA filing for —————— (fluorouracil
- cream) Cream 0.5% which contains Dermik's request for a full waiver of the pediatric study
requirement. The waiver request is located on page 1-1-10 of Volume 1. A duplicate copy of

our waiver request from the original NDA submission is included in this submission as an
attachment.

Also included in this submission is a printout of data from the —

—_ for actinic keratosis treatment by modality (termed "uses”) and patient
age, for a one-year period ending November 1998. This printout was not included in the original
NDA filing. The data reflect 1,532,000 modality uses to treat actinic keratosis in this period. The
lowest demographic catagory of patients with any modality use reported is age 11 to 20 years.
The ~— reported the following uses by modality for this demographic category:

MAT/NO/89 3 .
Uses (000)
Liquid Nitrogen 3
Retin-A 3 -
Erythromycin Base 3
Cleocin-T 3

Overall, patients in this lowest demographic category accounted for a small percentage of
modality uses to treat actinic keratosis. It is concluded that Cream 0.5% is not likely
to be used in a substantial number of pediatric patients for the treatment of muttiple actinic or
solar keratosis of the face and scalp.

BEST POSSIBLE copy

© APPEARS Tiig w
HIS WAy
ON ORIGiNAL




pﬁ DERMIK LABORATORIES, INC.

; H‘;\' - 'LEN 1/ P4\ memeeemmmmnn
Dé’dlla!(’dlageg)ﬂploo\ i RHONE-POULE. CRO??ER COMPANY

200 ARCOLA ROAL

P.O. BOX 1200 5 160 .
“OLLEGEVILLE. PA 19426-0107

?EL 610-454-8000 Febuary 1, 2000

rﬂ’. J -m-‘l

Jonathan K. Wilkin, M.D., Director

Division of Dermatologic and Dental ,
Drug Products ME

Center for Drug Evaluation and Research

Office of Drug Evaluation V

Food and Drug Administration

9201 Corporate Boulevard

Building No. 2, Second Fioor, Room N115

Rockville, MD 20850 Sl e
ot e
NDA 20-985
> Cream 0.5% 3
(fluorouracil cream) 4
Response to FDA Request for

Information
Dear Dr. Wilkin,

Reference is made to a January 18, 2000 telephone call from DDDDP Project Manager
Ms. Victoria Lutwak requesting additional copies of Volumes 1.4 and 1.5 of the original
NDA for ———=(fluorouracil cream)s~—— Cream 0.5%. Ms. Lutwak asked that these
volumes be sent directly to the Microbiologist Reviewer, Bryan Riley, at the Parklawn
Building.

As requested by Ms. Lutwak, the requested volumes were sent to Mr. Riley via
overnight mail as of the date of this letter.

If you have- gy questions or require any additional information, please contact me at
(610) 454-3027. : ™

. - mcerely,
| ~a® "-;“.": LT - @

Ronald F. Panner
Senior Director
Worldwide Regulatory Affairs

2 Desk Copies: Mr. Bryan Riley, Microbiologist, Office of New Drug Chemistry

BEST POSSIBLE COPY GRICIHAL
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g DERMIK LAB IES, INC. .
OR}G\TOR ES' C =4 RHONE-POULENC RORER COMPANY '5'”
Dedicated toDennatelog\ N
e
» ARCOLA ROAD s March 3, 2000
t) BOX 1200 &
PWLLEGEVILLE. PA 194"64%
fL. 610-434-8000 - . R
onathan K. Wilkin, M D
jrector
jvision of Dematolegic and Dental Drug Products, { .
#D-540 g
senter for Drug Evaluation and Research b
:00d and Drug Administration R (MEGA boc RM‘
201 Corporate Bivd. . Xy .3.
1ockville, MD 20850-3202 Loy “““‘y
NDA 20-985 . +
, Cream SR
\hS daﬁ \S
(fluorouracil cream) 0.5% CovieYed O~
Amendment to a Pending Applica wmchival @ L\
FDA Request for Information Ve
Jear Dr. Wilkin, i .

eference is made to a February 23, 2000 telephone call from Project Manager Ms. Vickey

‘ -utwak conceming Dermik’s NDA for ——  Cream (fluorouracil cream) 0.5%. During
wr conversation Ms. Lutwak requested the submission of specified clinical data already
nciuded in our application on a CD Rom. This request was made for the Medical Reviewer.

included in this submission is a CD Rom containing the requested information.

blease note that the SAS data sets are not being submitted on a CD Rom at this time.
Dermik will submit the SAS data sets on a CD Rom when the reviewing statistician confims
that the computer disc originaily submitted is properly formatted as discussed at the Pre-NDA
meeting held July 26, 1999.

If Dermik can provnde you wnth -any additional mformatnon please contact me at 610 454-

3027. T T
; ;—A‘ - Sncerely
: = i
& = &_ T '
James P. Thompson
Manager
Worldwide Regulatory Affairs
JPT/arz
Attachments

BEST POSSIBLE COPY
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DERMIK LABORATORIES INC.
Dedicated taml

A RHONE-POULENC RORER COMPANY
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COLA ROAD . ALACAIR

*0(()) %RO\ 12 P "6-‘-‘0 7 ‘ ARICHU O"-*EN I
LLEGEVILLE. PA 154 10

%8. 10-154-8000 - June 9, 2000

- Jonathan K. Wilkin, M.D., Director
Division of Dermatologic and Dental
Drug Products
Center for Drug Evaluation and Research
Office of Drug Evaluation V
Food and Drug Administration
9201 Corporate Boulevard
Building No. 2, Second Fioor, Room N115
Rockville, MD 20850

NDA 20-985
——————— Cream 0.5%
(fluorouracil cream)

\op—

INFORMATION AMENDMENT:
Chemistry, Manufacturing and Controis

Dear Dr. Wilkin,

Reference is made to our October 18, 1999 New Drug Application containing, in part,
CMC information for ° - Cream, 0.5% (fluorouracil cream). Reference is
also made to our January 18, 2000 information Amendment updating this application
with a 12-Month Interim Stability Report for Cream.

Included in this submission is the 18-month Interim Stability Report for
Cream, 0.5%, Packaged in ™ — 30 Gram HDPE Tubes. All stability data is
within the proposed product specifications.

If you -have any qu(st:ons Qr require any addmonal information, please contact me at
(610) 454-3027 ;.- B

o Sincerely yours
AR @u. ‘T l “‘Mﬁé««\/
James P. Thompson
Manager
Worldwide Regulatory Affairs
JPT/mef )
Enclosures ) e

ORIGINAL




A RHONE-POULENC RORER COMPNY meeemceememeem

w DERMIK LABORATORIES, INC.

Dedicated rnggug_ologv o

T'% . ‘}l

500 ARCOLA ROAD rem o,
p.0. BOX 1200 - NDA Ch U2 AN r:r‘*u, "tNT
COLLEGE\ ILLE. PA 19476’.0l0 . June 22, 2000

TEL. 610-454-8000 - =~

~ Jonathan K. Wilkin, M.D., Director

Division of Dermatologic and Dental E .
Drug Products

Center for Drug Evaluation and Research

Office of Drug-Evaluation V

Food and Drug Administration

9201 Corporate Boulevard .

Building No. 2, Second Floor, Room N115
Rockville, MD 20850

NDA 20-985§
———— Cream 0.5%
(fluorouracil cream)

Response to FDA Request for Information
Dear Dr. Wilkin,
Reference is made to a June 6, 2000 fax we received from DDDDP Project Manager

Ms. Victoria Lutwak requesting additional information for the {fluorouracil -
cream) Cream 0.5% reviewers

Included in this submlsslon is Dermik Laboratones Inc.’s response to Ms. Lutwak’
request.

If you have any questions or require any additional information, please contact me at
(610) 454-3027.

p=BUS Sincerely yours,
£, Qomis @. ﬂmm
- »- James P. Thompson
E Manager
3_ ; Worldwide Regulatory Affairs
JPT/maf
Enclosures

ORIGINAL
BEST POSSIBLE COPY
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E; DERMIK LABORATORIES, INC.

Dedicated I() Denrrumlon\

T June 26, 2000

Jonathan K. Wilkin, M.D., Director

Division of Dermatologic and Dental Drug Products

Center for Drug Evaluation and Research

. Office of Drug Evaluation V

Food and Drug: Administration

9201 Corporate Boulevard g _‘ AEMDAE ENT

Building No. 2, Second Floor, Room N115 -

Rockville, MD 20850 -

T Cream, 0.5% B C

(fluorouracil cream)
NDA #20,985 3
INFORMATION AMENDMENT:

Chemistry, Manufacturing and Controls

 Dear Dr. Wilkin,

Reference is made to our October 18, 1999 New Drug Application containing, in part. CMC
information for = " Cream, 0.5% (fluorouracil cream).

A Pre-Approval inspection of our contract manufacturer. Pharmaceutical Manufacturing
Research Services, Inc., was conducted on June 15, 16, 19, 20, 2000. The FDA Investigator, Ms.
Debra J. Bennett of the Montgomeryville, PA field office, requested that Dermik amend the
pending NDA to include a proposed master manufacturing and packaging batch record. Included
in this submission are the proposed master batch record and a copy of the Dermik letter of
commitment, as provided to Investigator Bennett during the inspection.

If you have agy questions or comments regarding this submission, please contact me at
(610) 4:4-8063" or James Thompson at (610) 454-3027.

: M - Sincerely,

Edward J. Smith
Manager, CMC
Drug Regulatory Affairs

CTRnAccInIE pany

ORIGINAL
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' Division of Dermatologic and Dental

:2 DERMIK LABORATORIES, INC.

A RHONE-POULENC RORE> ~DMPANY seeemmeemmmen
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Jonathan K. Wilkin; M.D., Director

Drug Products
Center for Drug Evaluation and Research
Office of Drug Evaluation V

' Food and Drug Administration

. 6201 Corporate Boulevard Y

Building No. 2, Second Floor, Room N115 | =/

Rockville, MD 20850 .
NDA 20-985
~—ee——— . Cream 0.5% -
(fluorouracil cream) i
Amendment to a Pending Appiication !
Response to FDA Request for information

Dear Dr. Wilkin:

Reference is made to a June 26, 2000 telephone call from Consumer Safety Officer

Ms. Victoria L. Lutwak requesting Dermik to prepare and submit draft patient instrucions forr———
(fluorouracil cream) Cream 0.5%. Ms. Lutwak aiso requested an electronic ccpy of the same
instructions on a computer disk.

Included in this submission are the draft patient instructions Ms. Lutwak requested. These draft
instructions are the same as those that were faxed to Ms. Lutwak on June 30, 2000. Also included is an
electronic copy (disk) of the same draft instructions.

If you have any questions or require any additional information, please contact me at (610) 454-3027.

P Sincerely yours,

. £ .
- ;“l;' fe - 9&’\:\% ?'ﬂ-ﬂv\ W
I PV James P. Thompson
El I Manager
Woridwide Regulatory Affairs
JPT/arz
Enclosures

Desk Copy: Ms. Victoria L. Lutwak, Project Manager  »~ | 1)
Uniol

e

NAL




;__i .~ Facsimile Cover Page
- Date: 21 June 2000

To: .
Company:
Department:
Phone #:
Fax Number:

M§.3nctdria Lutwak
FDA -

DDDDP
301-827-2073
301-827-2075

From:
Department:
Phone #:
Fax Number:

Pages Sent:

Jim Thompson
Regulatory Affairs
610-454-3027
610-454-5287

15

Subject:

NDA 20-985.— (fluorouracil cream)

Attached is Dermik’s response to your June 20, 2000 fax
memo commenting on out :NDA. An official
submission containing the same mformatlon will be made
tomorrow.

APPEARS THIS WAY

. OK QRIGINAL

‘vpw—
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TEL. 610-434-8000 h " July 14, 2000

DERMIK LABORATORIES, INC.
Dedicated Io%ﬁglog\‘

A RHONE-POULENC RORER COMPANY

=

Jonathan K. Wilkin, M.D., Director

Division of Dermatologic and Dental Drug Products
Center for Drug Evaluation and Research

Office of Drug Evaluation V

Food and Drug Administration

9201 Corporate Boulevard

Building No. 2, Second Floor, Room N115
Rockville, MD 20850

NDA No. 20-985
"~ Cream, 0.5%

(fluorouracil cream) i

INFORMATION AMENDMENT:
Chemistry, Manufacturing and
Controls

Dear Dr. Wilkin,

| -

Reference is made to our New Drug Application dated October 28, 1999 which contained, in part, CMC
information fo1 ————————— Cream, 0.5% (fluorouracil cream).

the supplier of the —
has informed Dermik in a March 31, 2000 letter that their Drug Master File No. ——was amended. We
have been told that this DMF amendment provides for a

product meets all specifications required by USP.

This letter serves as an amendment to the Chemistry, Manufacturing and Controls section of the ————
Cream NDA No. 20-985.

e

The resuiting

If vou have any questions or comments regarding this submission, please contact me at (610) 454-3027.

. . -

e Sincerely, m
R JaSmsP. Thompson ! MM

= - Manager
S Worldwide Regulatory Affairs

cc: Debra L. Pagano

Philadelphia District Pre-Approval Manager
U.S. Food and Drug Administration

Room 900, U.S. Customhouse

lsanie PA 191062973 REST PORRIRIE LOPY

ORIGINAL




4 RHONE-POULENC RORER COMPANY

E DERMIK LABORATORIES, INC.
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500 ARCOLA ROAD
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TEL. 610-434-8000 - LS SR S MACMT

i AR

August 2,2000 -

Jonathan Wilkin, MD, Director

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Dermatologic and Dental Drug Products (H]-'D-540)
9201 Corporate Boulevard

Building No. 2, Second Floor, Room N115 gprl -
Rockville, MD 20850 -~

NDA No. 20-985

i~ 4Cream, 0.5%
(fluorouracil cream)

' p—

Amendment to a Pending Application
Response to FDA Request for Information

Dear Dr. Wilkin:

Reference is made to the facsimile dated July 31, 2000 we received from DDDDP Project Manager Ms.
Victoria Lutwak requesting additional information for the = (fluorouracil cream) Cream 0.5% medical
reviewer.

Included in this submission is Dermik’s response to Ms. Lutwak’s request.

Thank you for your attention. Please contact me at (610) 454-3027 if you have any questioris.

Sincerely,

%Q,We(? %
o7 momren - | ?WL REST POSSIBLE COPY

Worldwide Regulatory Affairs

ORIGINAL



DERMIK LABORATORIES, INC.

Deiicated o DtnitRplogy™

A RHONE-POULENC RORER COMPANY

(X2

500 ARCOLAROAD &
P.O.BONX 1200 |
COLLEGEVILLE. PA 194260107 .
TEL. 610-254-3000

August 4, 2000

! Jonathan K. Wilkin, M.D., Director
: Division of Dermatologic and Dental Drug Products (HFD-540)
Center for Drug Evaluation and Research

; Food and Drug Administration MEW COR=eC?R
! 9201 Corporate Boulevard

Building No. 2, Second Floor, Room N115 : /\/C
Rockville, MD 20850 X

x NDA 20-985

—————Cream 0.5% ,

: (fluorouracil cream) R

; CHANGE OF ADDRESS t .

Dear Dr. Wilkin:
Reference is made to our New Drug Application for =" Cream 0.5% (fluorouracil cream).

Please be advised that, effective August 16, 2000, Dermik Laboratories, Inc.. the sponsor of the referenced
NDA. will move from their Collegeville, Pennsylvania facility to a new facility in Berwyn. Pennsylvania.
] Our new address is: )

Dermik Laboratories, Inc.
1050 Westlakes Drive
Berwyn, PA 19312

Also, please be aware that during a five-day period beginning Friday, August 11, 2000 and ending
Tuesday, August 15, 2000, Dermik’s office telephones and fax machine w1ll be out of service. However,
Ms. Alina Ziglinski;.a Dermik representative, will be available for telephone calls at (610) 454-3033
and fax messages cange sent to (610) 454-5287.

I will continue to pnmary FDA contact person for Dermik. In addition. Alicia Cabrelli is also
authorized as a Derglik- contact person. Her telephone number is (484) 595-2775. My new telephone
number is (-0‘8{}‘595; and our new fax number is (484) 595-278S.

If you have any questions regardmg our relocation or the referenced application, please feel free to contact
me at the above listed teleplione number.

Samee@. Mampans  RFST POSSIBLE £0PY

o, u James P. Thompson -

Manager. Regulatory Affairs

ORIGINAL
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:,,;;_ Dermik Laboratories, Inc.
' Facsimile Cover Page

o

Date: August 14, 2000

To:

Fax Number:

Vs, Victoria Lutwak
Project Manager
301 827-2075

From:

Phone #:
Fax Number:

Pages Sent:

James P. Thompson
Manager, Regulatory Affairs
610 454-3027

610 454-5287

1

Vicky,

The names that follow are the trade names we are proposing for our
fluorouracil product in order of preference

1. T
2. .
Please call me at 610 454-3027 if you have any questions. | can be
reached at this number tomorrow also.

@wuus
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F DERMIK tABC)R'/\TORIES, INC. A RHONE-POULENC RORER COMPANY

— T
L
1050 Westlakes Dniv, g (.
Berwyn, PA 19312 3 ‘ O
. )
Alicia Cabrelli""‘f" R , L Gae, gy,
Regulatory Analyst . : m .

FAX: ++ 484-595-2785

TEL, ++ 484-595-2775 _ HWW

FAX TRANSMISSION

DATE & TIME: 09/29/00 11:17 AM
TO: Vickey Lutwak, Project Manager

‘T —
COMPANY: Food and Drug Administration NoTe . - .//
FAX: 301-827-2075 My e wes
RE: NDA 20-985 Y- 2
—_ .Crcam, 0.5% —_
(flworouracil cream) | h% Ctat’pM
59 - |
PAGES: & [+ 3 .

Confidential: For Your Eyes Only
Dear Vickey-

Pcr your voice mail message to Jim Thompsoa on September 29, 2000, attached for the
Division’s rcview are the following documents refercncing the above referenced NDA.

1. Package Insert Pg. I:  Change from ~—— —————t0 “methyl
methacrylate/glycol direthacrylate crosspolymer”.

2. Puckage Insert Pg. 8: Delete ™= —— Change
“Collcgevzlle PA 19426 USA" to “Berwyn, PA 19312, UL
3. Copy of Igler ﬁ'ogp Cosmetic, T oiletry, and Fragrance Association (CTFA)
- regardingthe change in the International Nomenclature Cosmetic Ingredient
(I CNC) /iu for the microsponge. _

J~_,_

lfyou have any qucshons plcase feel free to contact me at 484-595-2775.

Kind regards,

Alicia Cabrelli

BEST POSSIBLE COPY
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DERMIK EABORATORIES. INC. 4 RHONE-POULENC RORER COMPANY
Dedicased Py U

PR

T
1050 Westlakes Drive_ C.C.
Berwyn, PA 19312 ? O

X ¥
Alicia Cabrelli-- -~ ST ) L SN
Regulatory Analyst . : Dn

FAX: ++ 484-595-2785

TEL. ++ 484-595-2775 | HCP-f‘MW

FAX TRANSMISSION

DATE & TIME: 09/29/00 11:17AM

TO: Vickey Lutwak, Project Manager NoTe — /
COMPANY: Food and Drug Administration , s
FAX: 301-827-2075 My G trin was

RE: NDA 20-985 ©® 2

~—~——___Crcam, 0.5% — R
(luorouracil cream) Fhes [ 3
)
PAGES: 4 36 # / + 5 Ve

Confidential: For Your Eyes Only
Dear Vickey-

Per your voice mail message to Jim Thompson on September 29, 2000, attached for the
Division’s rcview are the following documcnts refercucing the above referenced NDA.

1. Package Insert Pg. I:  Change from ~—— —t0 “methyl
methacrylate/glycol diwnethacrylate crosspolymer ™.

2. Package Insert Pg. 8. Delete "
Collegevzlle PA 19426 USA" to “"Berwyn, PA 19312, USA™
3. Capy of Iité? ﬁ'om Cosmetic, T oiletry, and Fragrance Association (CTFA)
. regardin the chdange in the International Nomenclature Cosmetic Ingredient
(I CNC) ngne > for rhe microsponge. _

4‘ —_x;

- Change

”

If you have any .questions, please feel free to contact me at 484-595-2775.

Kind regards,

]

Alicia Cabrellt

BEST POSSIBLE COPY
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1050 WESTLAKES DRIVE

r DERMIK [ABOWORIES INC.

BERWYN, PA 19312
484-595-2700 S

October 17, 2000

‘.»'.‘-f . f'"’. 4 -‘(H[

—_

Jonathan Wilkin, MD, Director

Food and Drug Administration

Center for Drug Evaluation and Research ‘

Division of Dermatologic and Dental Drug Products (HFD-540) TS '

9201 Corporate Boulevard RN P A ENDMENT

Building No. 2, Second Floor, Room N115§

Rockville, MD 20850

Dear Dr. Wilkin:

Bl

NDA No. 20-985

TRADENAME-Cream, 0.5%
(fluorouracil cream)

.h.

Amendment to a Pending Application
Response to FDA Request for Information -

Reference is made to the telephone conversation on September 29, 2000 between DDDDP Project Manager
Ms. Victoria Lutwak and Dermik’s Mr. James Thompson, requesting the following information with
reference to fluorouracil cream 0.5%.

1. Package Insert Pg. 1: Change from

dimethacrylate crosspolymer”. (see atiached)

" 0 “methyl methacrylate/glycol

2. Package Insert Pg. 8: Delete ——
USA” to “Berwyn, PA 19312, USA". a'eeaaached)

3. Copy of lester from Cosmetic, Toiletry, and Fragrance Association (CTFA) regardmg the change'in the
Intemadbna«"Nomaclam Cosmetic Ingredient (ICNC) name for the microsponge. (see attached)

. ‘ e
Thank you foryour attentxg: Blea_sg contact me at 484-595-2795 if you have any questions.

‘

Sincerely, -

%W@W

James P. Thompson
Regulatory Manager
Worldwide Regulatory Affairs

Encl.

Change~"Collegeville, PA 19426

BEST POSSIBLE COPY
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DERMIK LABE)RATORIES INC.

‘% Jonathan Wilkin, MD, Director B l/'
Food and Drug Administration .

Center for Drug Evaluation and Research

Division of Dermatologic and Dental Drug Products (HFD-540)
& 9201 Corporate Boulevard

Building No. 2, Second Floor, Room N115

Rockville, MD 20850

NDA No. 20-985 :
TRADENAME Cream, 0.5%
(fluorouracil cream)

SPONSOR DRAFT LABELING
Dear Dr. Wilkin:

Reference is made to Dermik’s response to the Division’s draft labeling sent via facsimile on Monday,
§ October 16, 2000 and electronically on Tuesday, October 17, 2000 from DDDDP Project Manager, Vickey
Lutwak. Please be advised that the following documents containing Dermik’s comments and proposals
concerning the labeling proposed by DDDDP were forwarded electronically to Ms. Lutwak on Friday,
October 20, 2000.

gyl
Ml &

e
“epl

The following documents are enclosed:

L 5-FU-rationalek3:doc- (The location reference in the Draft-102000-withrevisionmarks for each of
the proposed chang::é'and‘the reasons for the change are listed.)

S o TR
B I S-S A

% 2 Draft- 102000-withr ibnmaﬂc doc

LK K Drafi-102000-clean. -

”-‘ 4 Revised data- ndg208$ .(oackageuuerbDA TA for bar charts. (For Ist three bar graphs in package
:’ ,_ insert -Page 4 Liries:97-114)

,:gi.

Thank you for your attention. Please contact me at 484-595-2795 if you have any questions.

Qoms@ Mhamgan/ L gpigiAL

James P. Thompson

BT e BEST POSSIBLE copy
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r DERMIKIABORATORIES, INC. A RHONE-POULENC RORER COMPANY —_____
Dedosed wDeriigiio™

1050 Westlakes Diive
Berwyn, PA 19312

Alicia Cabrelli
Regulatory Analyst

TEL. ++ 484-595-2775
FAX: ++ 484-595-2785

FAX TRANSMISSION

DATE & TIME: 10/24/00 11:12 AM

TO: Vickey Lutwak, Project Manager
COMPANY: Food and Drug Administration
FAX: 301-827-2075

RE: NDA 20-985

TRADENAME 0.5% fluorouracil cream
PAGES: &

Confidential: For Your Eyes Only
Dear Vickey-

Per our previous telephone discussions, attached is the document referencing the following
commutments:

1. PhaseIV
o Chemistry and Clinical
- 2. Official Submission of Tradename

If you have anfyjuestions, please feel free to contact me at 484-595-2775 or Jim at 484-595-
2795. - - £ - .

Alicia Cabrelli .
| APPEARS THIS WAY
Regulatory Analyst o " ON GRIGINAL

' p—
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")) DERMIREABORATOREES, INC.
n g

1050 WESTLAKES DRIVE ~ .
BERWYN, PA 19312
484.595-2700

October 24, 2000 ~

N BEST POSSIBLE COPY

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Dermatologic and Dental Drug Products (HFD-540)
9201 Corporate Boulevard

Building No. 2, Second Floor, Room N115

Rockville, MD 20850

NDA No. 20-985
fluorouracil Topical Cream, 0.5%

—

Amendment to a Pending Application
Response to FDA Request for Information
Proposed Tradenames -

Dear Dr. Wilkin:

Reference is made to recent telephone conversations representatives of Dermik Laboratories, Inc. had with
representatives of the FDA's Division of Dermatological and Dental Drug Products (DDDDP) concerning
commitments Dermik was requested to make in this New Drug Application. As a result of these
couversations, Dermik commits to the following:

Dermik will not hold or store the bulk fluorouracil drug product for more than ~———  from the time of

manufacture to ie-sims-of packaging.
|

Dermik will not ~ ez drug product without the submission and approval of a
supplemental apphcqﬁai@crib@grhc . procedure.

e

Reference is alac Lads 10 41 October 13, 2000 facsimile transmissian from DDDDP Project Manager, Ms. -
Vickey Lutwak, recommending that Dermik commit to a Phase IV studyto assess post-treatment safety and -
efficacy of our fluorouracil Topical Cream 0.5% product.

As recommended by DDDDPF, Dermik commits to @ Phase IV study or studies that, wgether with the patients
already treated with our fluorouracil Topical Cream product in controlled clinical trials, will enable
Dermik to reach the number of patients ireated for actinic keratosis of the face and/or scalp as
recommended in the ICH EIA safety guidance. In the study or studies, Dermik will also address the
additional safety and efficacy issues delineated in the referenced facsimile (common skin areas not
previously ireated, recurrence, re-treatment, eye irritation, etc.) ) ‘

The study protocol or protocols will be submirted to the Agency for review prior 10 the conduct of said study
or swudies to assure that the study or studies will address the concerns of the Agency with regard 1o the use



0CT. 24. 2000 1:51PM S ‘ N 0175 P 3

sxz_  BESTPOSSIBLE COPY

Phase [V

—

| of the product fonﬁ?ﬁmﬁm of actinic keratoxis. Dermik will initiate the study or swudies within one year
following the approval f our application. T studysor studies will be completed no later than three years
after it’s (their) mman@ end the results submitted to theAgem:y within one year after completion.

. In addition to these compmitmients, Dermik is formally submitting the following new tradenames we are
proposing for our fluorouracil Topical Cream product:

1. Carac - 2.
These names are the same as those submitted verbally to Ms. Vicky Lutwak on October 17, 2000.

If you have any qilestions concerning our commitments or our proposed product name, please contact us at
484-595-279S.

Thank you for your continuing cooperation.
Sincerely,

9W© f‘w'»%/u\/

Jamges P. Thompson

| oy ¢

~ Regulatory Manager
Worldw_ide Regulatory Affairs
Encl.
APPEARS THIS WAy
G GRIGINAL
T é- :
'
&
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0CT. 24. 2000
Form Appreved: OMB No. 0910-0338
DEPARTMENT OF HEALTH AND HUMAN SERVICES D LPProves:
 FOOD AND DRUG ADMINISTRATION S e wims: March 31, 2003
-———______El‘ -
APPLICAHW A NEW DRUG, BIOLOGIC, | FOR FDA USE ONLY
OR AN ANTIHIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER
(Title 21, Code gfFaderal Regulations, Parts 314 & 601) ‘
APPLICATION INFORMATION
NAME OF APPLICANT " -oo-1 -7 DATE OF SUBMISSION
Demik Laborswrics, inc. Ocwber 24, 2000
TELEPHONE NO. (/actude Ares Cods) FACSIMILE (FAX) Number (/nclude Ares Ceode)
484-595-2795 484.595-27¢
APPLICANT ADDRESS (Mumber, Swrest, Clry. State, Country, 2P Code or Moil Code, AUM!EEDUS.AGMM&WMMCM).M. -
ond U.S. License munder if previously ssued): ZP Code, wisphons & FAX momber) IF APPLICABLE
1050 Wextakes Drive
Berwyn, PA 19132

PRODUCY DESCRIPTION topical Quorouracil

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGKCS LICENSE AFPLICATION NUMBER (if previously issued) NDA 20-985
ESTABLISHED NAME (e.g.. Proper nams, USP/USAN name) PROPRIETARY NAME (iragde neme) [F ANY )

{flucrouracil cream) N/A

CHEMICAL/BIOCHEMICAL/BLOOD FPRODUCT NAME (If any) CODE NAME (If any)
5-fluoro-2,4(1H,3H)-pyrimidinedione . DL-6025

DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION: s
Topical Cream 0.5% Topical

(PROPOSED) INDICATION(S) FOR USE: Topica! Trestment of actnic keratosis

APPLICATION INFORMATION

APPLICATION TYPE : :

(check one) X NEW DRUG APPLICATION 21 CFR314.50) [[] ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 114.94)
[ BIOLOGICS LICENSE APPLICATION (21 CFR Part 601)

TF AN NDA, :CENTIFY THE APPROPRIATE TYPE X 505 (bX1) LJ 508 (bX2)

IF AN ANDA, OR 505(bX2), IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug Holder of Approved Application

TYPE OF SUBMISSION (check one) ] ORIQINAL APPLICATION " AMENDMENT TO A PENDING APPLICATION RESUBMISSION
PRESUBMISSION [ ANNUAL REPORT [0 ESTABLISHMENT DESCAIPTION SUPPLEMENT ~  [7] EFRICACY SUPPLEMENT
[[] LABELING SUPPLEMENT vammmmm - X OTHER

[F A SUBMISSION OF PARTIAL APPLICATION. PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION: : .
| F A SUPPLEMENT. ID THE APPROPRIATE CATEGORY CBE [J cBE-30 [1] Prior Ageroval (PA)
REASON FOR SUBMISSIOH::W':M 1V Commmitment and submission of Tradename -

PROPOSED MARKETING STATUS (&w X PRESCRIFTION PRODUCT (Rx) [ ] OVER THE COUNTER PRODUCT (OTC)
m&mmﬂm e " THIS APPLICATION IS X PAPER PAPER AND ELECTRONIC E ELECTRONIC

ESTABLISHMENT IN} % (Wl eatablishment information should be previded in the body of the Application.)
PmndehunalohllmnumMﬂMMQWMMNM(mMnﬂhMJ“-ﬂ Include name,-
ddress. contact, teiephone nsmbes, wmwmmm «nd manafacturing sicps snd/or type of testing (e.g. Final doxage form, Stability testing)

wndunednlhomﬂmmdmmulmng!hm' xfs_lﬁvhmnvmbcmd,
See Origimal Application

Cross Referesces (list relsted License Applicatians, INDy, NDAs, PMAs, 510(K)s. IDEs, BMPs, and DMFs reforenced in the currest applicatien)
See Onginal Application

FORM FDA }56a (4/00) ’:!ct::byuﬁthﬂum (301)443-243¢  EF

BEST PNSSIRLE COPY.
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This application contains the following items: (Check all that apply)

I Index .
2 Labeling (char g, -~ ~L) Draf Labeling "[J Final Printed Labeling
3. Summary (21 CFR 3450(c)) -
4. Chemiswy section 3= . '
A. Chemisty, ing, and controls informatioa (e.g., 2! CFR 314.50 (d)(1); 21 CFR 601.2)

B._Samples (2F-CFR 314.50 (eX(1); 21 CFR 601.2 (x)) (Submit only upon FDA's request)

C._Methods validation packsge (¢.g., 21 CFR 314.50 (e)(2)Xi); 21 CFR 601.2)

._Nounclinical pharmacology and toxicology section (¢.g., 21 CFR 314.50 (d)(2): 21 CFR 601.2)

_Clinical Microbiology (e.g. 21 CFR 314.50 (d)4))

5
6. Human pharmacokinetics and bioavailability sectioa (¢.g., 21 CFR 314.50 (d)(3): 21 CFR 601.2)
7
8

._Clinical data section (e.g., 21 CFR 314.50 (dX5) 2t CFR 601.2)

9. Safety update report (e.p.. 21 CFR 314.50 (dXSKviXb): 21 CFR 601.2)

10. Statistical section (e.g., 21 CFR 314.50 (d)6): 21 CFR 601.2)

11. Case report tabulations (e.g , 21 CFR 314.50 ()(1). 21 CFR 601.2)

12. Case report forms (e.g., 21 CFR 314.50 (f)(2); 21 CFR 601.2)

13. Patent information on any patent which claims the drug (2] U.S.C 355 (b) or (c))

14. & patent certification with respect to any patent which claims the drug (21 U.S.C 355 (b)(2) or ((2)(A))

15. Establishment description (21 CFR Part 600, if applicable)
16. Debarment certification (FD&C Act 306 (kX1))
17. Field copy centification (21 CFR 314.50 (x)(3))

18. User Fee Cover Sheet (Form FDA 3397)

19. Financial Information (21 CFR Part 54)

X 20. OTHER (Specify) Sponsor’s Phase [V Commitments and submission of Tradename

CERTIFICATION

1agree w updaze this application with new safety information about the product that may reasonably affect the sticment of contraindications,
wamings, precautions, or adverse reactions i the draft labeling. 1 agree to submit safety updaic reports as provided for by regulation or a3
requested by FDA., If this application is approved, 1 agree io comply with all applicable lsws and regulatioas that spply io spproved spplications,
including, but nox limited to the following:

1. Good menufacturing practice regulstions in 21 CFR Pasts 210, 211 or applicable regulations, Parts 606, and/or 320.

2. Biological egtablighrnent standards in 21 CFR Part 600.

3. Labeling regulations in 2) CFR Parts 201, 606, 610, 660, and/or $09.

4. In the case of a prescription drug or bislogical product, preacription drug advenising regulasions in 21 CFR Pant 202.

5. Regulstions on making changes in spplication in FD&C Azt Section 5064, 21 CFR 3100, 314.72, 314.97, 314.99, and 601.32.

6. Regulations on Reports in 21 CFR 314.80, 314.31, 600.10, and 600.91. :

7. Local, stare and Federal environments! impact laws.
I this application applies 10 3 drug praduct thet FDA has proposed for scheduling undes the Controlled Substances Act, { agree aok 1o marke: the
mmmmmmqaﬁeaaimmammm

The data and information in s isdhon’ Kivs been reviewed and, 1o the best of my knowlegde are ccrtified 1© be true wnd accurate.

| Warnis : A willfully falsc staternent is Shrimtina) offense, U.S. Code, nite 18, seetion 1001, -
SIGNATURE OF RESPONSIBLE L OR . mzn’m AND TITLE DATE 0

A James P. Thompson, Manager October 24,

9 G yns-o Qq?:_ o A _W\/ Worldwide Regulatory Affsirs
ADDRESS (Street, Cisy, Stase, and 2P T Telephone Number
1050 Westlakes Drive ] 484-595-2795
Berwyn, PA 19312

uw:npmgumammmamusﬁm“m.gnwnpmmum&_m
mﬁ“ﬂtﬁfﬁﬁﬁ;dsﬁuﬁtmn&ﬁuﬂuﬁﬁnﬂhuwﬂW-ﬂ_mg.mwd .
‘u&mnie-.Sﬂcmunpmmmaﬁmwwmwdﬁmdm.m;whm
this burden u: .

Depart.rsat of Health snd Human Services An agency mary ot conduct or sponsar, and 8 pCrIo is not
Food and Drug Administration required 1o respond t0, a collestion of information onless it
CBER. HFM-99 displsys s currendy vatid OMB control number.

 Rockville, MD 20852-1448 '
FORM FDA 3560



r) DERMIK mowomes INC.
j ﬂm PA 19312Dm T

S5-I 1 NGA ORIG AMENDMENT

‘ Wilkin, MD, Director
- Food and Drug Administration

. Center for Drug Evaluation and Research '

i | Division of Dermatologic and Dental Drug Products (HFD-540)

¥ 9201 Corporate Boulevard 2L -
Building No. 2, Second Floor, Room N115

Rockville, MD 20850

NDA No. 20-985
TRADENAME -Cream, 0.5%
(fluorouracil cream)

.
—

SPONSOR DRAFT LABELING
Dear Dr. Wilkin:

Reference is made to a teleconference on October 24, 2000 with representatives of the FDA’s Division of
Dermatological and Dental Drug Products and Dermik Laboratories, Inc.

Please be advised that the following document contains Dermik’s comments and proposals concerning the
label discussions that were held on October 24, 2000.

The following document is enclosed:
1 Draft2-1 02400-.mthremwnmarh doc

Thank you for your attenna. .Please contact me at 484-595-2795 if you have any questions.
h- : _

Sincerely,
8%10 G .
James P. Thompson

Regulatory Manager
Worldwide Regulatory Affairs

-  ORIGINAL
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